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-(C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

NDA 21-299/5-001

Synthon Pharmaceuticals Ltd.
Attention: Susan W. Harts, RN, RAC
Vice President of Regulatory Affairs
6330 Quadrangle Drive, Suite 305
Chapel Hill, NC 27514

Dear Ms. Harts:

We acknowledge receipt of your supplemental new drug application dated July 10, 2003, received July 11,
2003, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for paroxetine
mesylate 10 mg, 20 mg, 30 mg, and 40 mg Tablets. -

Reference is also made to an Agency letter dated July 3, 2003, informing you to submit a “Prior Approval”
labeling supplement to your NDA if you wish to market this drug with a proprietary name.

This "Prior Approval" supplemental new drug application pfoposes the use of the proprietary names of
“Odesa” or “Pexeva”. '

We have completed the review of this supplemental application, and have concluded that your proposed
proprietary name of Pexeva is acceptable. However, our Division of Medication Errors and Technical
Support (DMETS) has found your proposed tradename of Odesa unacceptable for the following reasons:

In reviewing the proposed proprietary name “Odesa”, the primary concerns raised were related to one look-
alike and/or sound-alike name. The product considered to have potential for name confusion with Odesa
was Adoxa. ‘

Adoxa and Odesa look and sound similar when spoken. Adoxa contains doxycyline and is used as an
antibiotic. Adoxa and Odesa look similar since they contain the same number of letters and syllables. The-
following letters in Adoxa vs. Odesa look similar when scripted: "A" vs. "O", "0" vs. "e", and "x" vs. "s".
Additionally, the names share the letters "d" and "a" in the same location (see below). Each name contains
three similarly sounding syllables, uh-dox-a vs. oh-des-a. Additionally, the names share an overlapping
dosage form (tablet), route of administration (oral), numerically similar strengths (10 mg vs. 100 mg), and
dosing regimen (once daily). If the strength in Adoxa is scripted with a trailing zero, the likelihood for
confusion may increase. The potential for confusion between Adoxa and Odesa is high given the
- similarities in name and product characteristics. The inadvertent administration of Adoxa instead of
Odesa, may cause a hypersensitivity reaction in a person allergic to doxycycline. A patient inadvertently

receiving Odesa instead of Adoxa will remain untreated for a bacterial infection. Additionally, the patient
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may experience central nervous system and gastrointestinal side effects from the inadvertent administration
of Odesa. In reviewing the container label and package insert for Odesa/Pexeva, DMETS has attempted
to focus on safety issues relating to medication errors.

Additionally, DMETS recommends that the 30 count unit-of-use containers have a child-resistant closure
(CRO).

Please submit final printed labeling (FPL) identical to the labeling attached to our July 3, 2003 letter and
incorporating your approved proprietary name of Pexeva. Marketing the product with FPL that is not
identical to the approved labeling text may render the product misbranded and an unapproved new drug.

Please submit the copies of final printed labeling (FPL) electronically according to the guidance for
industry titled Providing Regulatory Submissions in Electronic Format - NDA (January 1999).
Alternatively, you may submit 20 paper copies of the FPL as soon as it is available but no more than 30
days after it is printed. Please individually mount ten of the copies on heavy-weight paper or similar
material. For administrative purposes, this submission should be designated "FPL for approved NDA 21-
299/8-001." Approval of this submission by FDA is not required before the labeling is used.

If a letter communicating important information about this drug product (i.e., a "Dear Health Care
Practitioner" letter) is issued to physicians and others responsible for patient care, we request that you
submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with the requirements for an approved NDA set forth under 21 CFR
314.80 and 314.81.

If you have any questions regarding this letter, call Paul David, R.Ph., Senior Regulatory Project
Manager, at (301) 594-5530.

Sincerely,
{See appended electronic signature page}

Russell Katz, M.D.

Director

Division of Neuropharmacological Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed eleétronically and
this page is the manifestation of the electronic signature.

Russell Katz:
'8/21/03 08:19:36 AM
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Information for Patients

Physicians are advised to discuss the fullnww

patients for whom lhe/ pmmbe E)(EV (pamxehne
fmesylate):

Interterence with coynlﬂve and Mmr Pemmnan Any
psychoactive drug may impair wdgmenL thinking or motor
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use of paroxetine with other drugs metabolized by
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_paroxetine of the other drug.
Therefore, co-administration of FEXEVA™ with other drugs
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tiously In patients with-a history of seizures, Itshouldbe
dlsmnhnuedhampahwt whu dwelops seizures. *

lished wmqmld‘ny between major
depressive disordér-and other psycfnamc disorders; the
same. preg g patients=with
‘major depressive disorder should be o_béemd when‘reat-

: mgpahemsvnﬂmtherpsymnmc
T D of°

potential for interactions. Patients shiould be made aware
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treabment. . . Lo -
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PEXEVA™ (Paroxetine mesylate) Tablets, 10 mg, 20 mg, 30 mg, and 40 mg
NDA No. 21-299, S-005
FINAL PRINTED LABELING

EXHIBIT 2

PEXEVA™ Primary Container Label — 10 mg
Manufactured at Heumann
Trade Container

NDC 63672-2010-1
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PEXEVA™ (Paroxetine mesylate) Tablets, 10 mg, 20 mg, 30 mg, and 40 mg

. NDA No. 21-299, S-005
" FINAL PRINTED LABELING

" 6610L02229€9
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EXHIBIT 3

PEXEVA™ Primary-Container Label — 10 mg
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excursions permitted to
15° - 30°C (59° and 86°F) .
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USUAL DOSAGE:
See package insert




PEXEVA™ (Paroxetine mesylate) Tablets, 10 mg, 20 mg, 30 mg, and 40 mg

101022.9€9

NDA No. 21-299, S-005

FINAL PRINTED LABELING

EXHIBIT 4

PEXEVATM Primary Container Label — 10 mg
Manufactured at OSG Norwich Pharmaceutlcals Inc.
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USUAL DOSAGE:
See package Insert




PEXEVA™ (Paroxeﬁne'mesyiate) Tablets, 10 mg, 20 mg, 30 mg, and 40 mg

NDA No. 21-299, S-005
FINAL PRINTED LABELING

EXHIBIT 5

PEXEVA™ Primary Container Label — 20 mg

Manufactured at Heumann
Sample Container

NDC 63672-2020-1
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PEXEVA™ (Paroxetine mesylate) Tablets, 10 mg, 20 mg, 30 mg, and 40 mg

102022.9€9
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NDA No. 21-299, S-005
- FINAL PRINTED LABELING

EXHIBIT 6

PEXEVA™ Primary Container Label — 20 mg
Manufactured at Heumann
Trade Container
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PEXEVA™ (Paroxetine mesylate) Tablets, 10 mg, 20 mg, 30 mg, and 40 mg
- NDA No. 21-299, S-005
FINAL PRINTED LABELING

EXHIBIT 7

PEXEVATM Primary Container Label — 30 mg
Manufactured at Heumann
Trade Container

NDC 63672-2030-1

e
(Paroxetine 30 Tablets

late) tablets

Euch tablst contains Paroxstine

o %
—_— 2298
A== c BErEH
[ €1 Jmm— = §:—=m
—— 38
——1 >< EE£EELE
— R ngmg_
—— BUER ¢ o535
—— ggsm_.,
— %] 5328
—4 I <m:.§
b te— G
— $r
= £
’ Paroxstine base
NHT02ABMOO \_ RcOnly

mesylate sqoivaleat to 30 mp
R, Only ""‘SMY“‘-"?:‘J

Protect from humidity.

Store at 25°C (77°F); !
excursions pennitted {o ;
15°-30°C (59° and 86°F) :
[See USP Controlled !
Room Temperature}

Dispense In a tight
contalrier with
child-resistant closure.

USUAL DOSAGE:
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PEXEVA™ (Paroxetine mesylate) Tablets, 10 mg, 20 mg, 30 mg, and 40 mg
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NDA No. 21-299, S-005
FINAL PRINTED LABELING

EXHIBIT 8

PEXEVATM Primary Container Label — 40 mg
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-( : DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

NDA 21-299/5-001

Synthon Pharmaceuticals Ltd.
Attention: Susan W. Harts, RN, RAC
Vice President of Regulatory Affairs
6330 Quadrangle Drive, Suite 305
Chapel Hill, NC 27514

Dear Ms. Harts:

Please refer to your supplemental new drug application submitted under section 505(b) of the Federal -
Food, Drug, and Cosmetic Act for Pexeva (paroxetine mesylate) 10 mg, 20 mg, 30 mg, and 40 mg Tablets.

Reference is also made to Agency approval letter dated August 21, 2003, providing for a proprietary name
of Pexeva. ’

We acknowledge receipt of your submission dated September 12, 2003, providing for 20 copies of FPL as
requested in our August 21, 2003 approval letter. '

We have completed our review of the labeling (Label Code: PI-2000-0) submitted on September 12, 2003, |
and it is acceptable. Therefore, this labeling will be retained in our files.

We remind you that you must comply with the requirements for an approved NDA set forth under 21 CFR
314.80 and 314.81.

If you have any questions, call Paul David, R.Ph., Senior Regulatory Project Manager, at (301) 594-5530.
Sincerely,

{See appended electronic signature page}

Russell Katz, M.D.

Director

Division of Neuropharmacological Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Russell Katz
11/21/03 10:15:14 AM



REGULATORY PROJECT MANAGER

LABELING REVIEW
Date of Review: October 31, 2003
Drug: Pexeva (paroxetine mesylate) ) 10 mg, 20 mg, 30 mg, and 40 mg Tablets
NDA: 21-299/SL.R-001

Note of interest:

 Paroxetine mesylate was approved under the 505(b)(2) regulations without a tradename in a
letter dated 7-3-03. The sponsor submitted a labeling supplement, 21-299/SLR-001, dated 7-
10-03 providing for the tradename of Pexeva. This supplement was approved on 8-21-03,
and the sponsor submitted FPL, as requested in the 8-21-03 AP letter, in a submission dated
9-12-03.

REVIEW

21-299/SLR-001

Dated: 9-12-03

- CBE: N/A, FPL Post Approval
Label Code: PI-2000-0

Reviewed by Medical Officer: N/A

CONCLUSIONS

1. The FPL submitted in response to the approval of the new tradename supplement is identical
to the labeling that was approved on 7-3-03 except with the insertion of the new tradename.
2. Irecommend that an acknowledge and retain letter issue for this FPL.

{See appended electronic signature page}

Paul David, R.Ph., Senior Regulatory Project Manager

{See appended electronic signature page}
Robbin Nighswander, R.Ph., Supervisory Regulatory Health Project Officer




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Paul David
11/19/03 07:24:07 AM
CSO

Robbin Nighswander
11/20/03 04:37:35 PM
Ccso
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) Synthon RECEIVED
Pharmaceuticals Ltd. .

| SEP 15 2003 | o
September 12, 2003 ’ DDR-120 / CDER O R I G,NAL

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Neuropharmacological Drug Products (HFD-120)

Woodmont II Building -

1451 Rockville Pike

Rockville, MD 20852-1420 SUp PLEMENT AMENDM |

Re: Pexeva™ (Paroxetine mesylate) tablets, SL -0l / /))4) MENT
NDA 21-299/S-00528

FPL FOR APPROVED NDA 21-299

Dear Sir/Madam:

‘Synthon Pharmaceuticals, Ltd., Chapel Hill, North Carolina is hereby submitting

final printed labeling (FPL) for Paroxetine mesylate 10 mg, 20 mg, 30 mg, and 40 mg
Tablets in accordance with guidelines outlined i 1n the NDA 21-299 approval letter dated
7/3/2003; proprietary name approval of Pexeva™ for paroxetine mesylate tablets in letter
dated 8/21/03 (FPL for approved NDA 21-299/S-001) and 21 CFR 314.71 (b). This
supplement contains the following documents:

e 20 (twenty) paper copies of the FLP for each of the strengths specified above, 10
(ten) of the copies are individually mounted on heavy-weight paper.

e 20 (twenty) copies of the package insert for Paroxetine mesylate, 10 (ten) of the
copies are individually mounted on heavy-weight paper.

* One (1) Archival Supplement Copy

Please note that this FPL will be implemented upon receipt at the FDA. A completed
FDA 356h form is included with this supplement. A courtesy desk copy of this
supplement is also being provided to Mr. Paul David, R.Ph., Senior Regulatory Project
Manager at the FDA. '

6330 Quadrangle Drive Suite 205 Chapel Hill North Carolina 27517
- Tel +1'(919) 493-6006 Fax +1 (919) 493-6104



Page 2 ,
FPL for approved NDA 21-299

If you should have any questions concerning this supplement, please do not hesitate to
contact us by phone at (919) 493-6006.

| Sincerely, é —po r Sug an Ww. Hﬁr'és
4 Susana. Harts, RN, RAC ‘

Vice President of Regulatory Affairs

Enclosures
|

Cc: Paul Dav_id.



PEXEVA™ (Paroxetine mesylate) Tablets, 10 mg, 20 mg, 30 mg, and 40 mg

Exhibit 1:

“Exhibit 2:

Exhibit 3:

Exhibit 4:

Exhibit 5:

Exhibit 6:

Exhibit 7:

Exhibit 8:

NDA No. 21-299, S-005
FINAL PRINTED LABELING

List of Exhibits

PEXEVA™ Package Insert

PEXEVA ™ Primary Container Label — 10 mg
Manufactured at Heunann
Trade Container

PEXEVA ™ Primary Container Label — 10 mg
Manufactured at Heumann
Sample Container

PEXEVA ™ Primary Container Label - 10 mg
Manufactured at OSG Norwich Pharmaceuticals, Inc.
Trade Container

PEXEVA ™ Primary Container Label — 20 mg
Manufactured at Heumann

. Sample Container

PEXEVA ™ Primary Container Label — 20 mg
Manufactured at Heurnann
Trade Container

PEXEVA ™ Primary Container Label — 30 mg
Manufactured at Heumann
Trade Container

PEXEVA ™ Primary Container Label — 40 mg
Manufactured at Heumann
Trade Container




CONSULTATION RESPONSE

DIVISION OF MEDICATION ERRORS AND TECHNICAL SUPPORT
OFFICE OF DRUG SAFETY
(DMETS; HFD-420)

DATE RECEIVED: July 17, 2003 DUE DATE: August 4, 2003 ODS CONSULT #: 01-0208-3
PDUFA Date: August 16, 2003
TO: Russell Katz, M.D.
Director, Division of Neuropharmacological Drug Products
HFD-120 '
THROUGH: Paul David
Project Manager
HFD-120
PRODUCT NAME: 7 NDA SPONSOR: Synthon Pharmaceuticals, LTD .
Odesa (Primary name)

Pexeva (Alternate name)

(Paroxetine Mesylate Tablets)
10 mg, 20 mg, 30 mg, and 40 mg

NDA#: 21-299/SLR-001

SAFETY EVALUATOR: Alina R. Mahmud, R.Ph.

SUMMARY: In response to a consult from the Division of Neuropharmacological Drug Products
(HFD-120), the Division of Medication Errors and Technical Support (DMETS) conducted a review of the
proposed proprietary names “Odesa" and "Pexeva" to determine the potential for confusion with approved
proprietary and established names as well as pending names.

RECOMMENDATIONS:

1. DMETS does not recommend the use of the proposed proprietary name Odesa. However, DMETS has no
objections to the use of the name Pexeva. DMETS considers this a final review. If the approval of the
application is delayed beyond 90 days from the signature date of this review, the name and its associated
labels must be re-evaluated. A re-review of the name prior to NDA approval will rule out any objections
based upon approvals of other proprietary names or established names from this date forward.

2. DMETS recommends implementation of the labeling revision outlined in section III of this review to
minimize potential error with the use of this product.

3. DDMAC has no objections to the use of the name Odesa from a promotional perspective.

Carol Holquist, R.Ph. Jerry Phillips, R.Ph.

Deputy Director Associate Director

Division of Medication Errors and Technical Support Office of Drug Safety

Office of Drug Safety Center for Drug Evaluation and Research

Phone: (301) 827-3242 Fax: (301) 443-9664 Food and Drug Administration




Division of Medication Errors and Technical Support (DMETS)
Office of Drug Safety
HFD-420; Parklawn Rm. 6-34
Center for Drug Evaluation and Research

PROPRIETARY NAME REVIEW

DATE OF REVIEW:  July 30, 2003
NDA# 21-299/SLR-001

NAME OF DRUG: Odesa (Pimary name)
Pexeva (Alternate name)
(Paroxetine Mesylate Tablets)
10 mg, 20 mg, 30 mg, and 40 mg

NDA HOLDER: Synthon Laboratories, LTD

*%¥*NOTE: This review contains proprietary and confidential information that should not be released to
the public.*** '

I INTRODUCTION:

This consult is written in response to a request from the Division of Neuropharmacological Drug
Products, for an assessment of the proposed proprietary names, Odesa and Pexeva. The sponsor also
submitted a nomenclature research and analysis package prepared by I =1 which supports the
proposed proprietary name Odesa and Pexeva. Lastly, draft container labels were submitted for review
and comment.

Odesa and Pexeva are the third and fourth proposed proprietary name for this application. Synthon's
original submission requested an assessment of the proprietary name Asimia. In a review dated
February 14, 2003, DMETS found Asimia acceptable from a safety perspective. However, in re-
reviewing the proprietary name, Asimia, on February 14, 2003, DMETS found the name unacceptable
due to similarities with the recently approved drug product Alinia. The second name for this
application, f =3 (ODS consult 01-0208-2), was also found unacceptable by DMETS on May 27,
2003. : »

PRODUCT INFORMATION

Odesa/Pexeva is the proposed proprietary name for paroxetine mesylate tablets. Odesa/Pexeva is
indicated for the treatment of depression, obsessive compulsive disorder, and panic disorder.
Odesa/Pexeva will be supplied as 10 mg, 20 mg, 30 mg, and 40 mg oral tablets. The recommended
dosage in treating depression is 20 mg/day up to a maximum of 50 mg/day as a single daily dose. The
usual dosage in the treatment of obsessive compulsive disorder is 40 mg daily, not to exceed 60 mg/day as
a single daily dose. The daily dosage in treating panic disorder is 40 mg/day up to a maximum of 60
mg/day as a single daily dose. Elderly patients and/or patients with severe renal or hepatic impairment
should begin with 10 mg/day (maximum 40 mg/day). The use of Odesa/Pexeva is contraindicated in
patients concomitantly taking either monoamine oxidase inhibitors (MAOISs) or thioridazine.
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RISK ASSESSMENT:

The medication error staff of DMETS conducted a search of several standard published drug product
reference texts"? as well as several FDA databases® for existing drug names which sound-alike or
look-alike to Odesa and Pexeva to a degree where potential confusion between drug names could
occur under the usual clinical practice settings. A search of the electronic online version of the U.S.
Patent and Trademark Office’s Text and Image Database® and the Saegis® Pharma-In-Use database
were also conducted. An expert panel discussion was conducted to review all findings from the
searches. In addition, DMETS conducted three prescription analysis studies consisting of two
written prescription studies (inpatient and outpatient) and one verbal prescription study, involving
health care practitioners within FDA. This exercise was conducted to simulate the prescription
ordering process in order to evaluate potential errors in handwriting and verbal communication of
the name.

A. EXPERT PANEL DISCUSSION

An Expert Panel discussion was held by DMETS to gather professional opinions on the safety of
the proprietary names Odesa and Pexeva. Potential concerns regarding drug marketing and
promotion related to the proposed name were also discussed. This group is composed of DMETS
Medication Errors Prevention Staff and representation from the Division of Drug Marketing,
Advertising, and Communications (DDMAC). The group relies on their clinical and other
professional experiences and a number of standard references when making a decision on the
acceptability of a proprietary name.

1. The Expert Panel identified three proprietary names as having the potential for confusion with
Odesa. In regard to Pexeva, the Expert Panel identified two proprietary names as having the
potential for confusion. In addition, the proprietary name, Renese, was identified after an
independent review. These products are listed in table 1 and 2 (see page 4) respectively, along
with the usual dosage and available dosage forms.

2. DDMAC did not have concerns about the names Odesa and Pexeva with regard to promotional
claims. '

"MICROMEDEX Integrated Index, 2003, MICROMEDEX, Inc., 6200 South Syracuse Way, Suite 300, Englewood,
Colorado 80111-4740, which includes all products/databases within Chemknowledge, Drugsknowledge and Regsknowledge
Systems.

2 Facts and Comparisons, online version, Facts and Comparisons, St. Louis, MO.

? The Established Evaluation System [EES], the Division of Medication Errors and Technical Support [DMETS] database of
Proprietary name consultation requests, New Drug Approvals 98-03, and the electronic online version of the FDA Orange
Book.

*‘WWW location http://www.uspto.gov/tmdb/index.html.

> Data provided by Thomson & Thomson’s SAEGIS ™ Online Service, available at www.thomson-thomson.com
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Adoxa Doxycycline Tablets 100 mg every 12 hours on first day of | Sound-alike
50 mg, 75 mg, 100 mg treatment followed by 100 per day (may {Look-alike
' be given as 50 mg every 12 hours or as a '
single dose) for 10 days.
Alesse Ethinyl Estradiol and Levonorgestrol One tablet once daily. Sound-alike
Tablets 20 mcg/0.1 mg
21 and 28 day regimen : ‘
Iressa Gefitnib Tablets 250 mg One tablet once daily. Sound-alike

*Frequently used, not all-inclusive.

Table 2: Potenti und-Alike/Look-Alike Names Identiﬁe b DTS ert Panel

Renova Tretenion Cream 0.02% and 0.05% Apply to affected areas once daily at Look-alike
bedtime or before retiring to bed.
Renese Polythiazide Oral tablets: 1 to 4 mg by mouth daily Look-alike
1 mg, 2 mg, 4 mg
Ranexa*** Ranolazine 500 mg by mouth twice daily Look-alike
Sustained Release Tablets
375 mg, 500 mg, and 750 mg

*Frequently used, not all-inclusive. ]
***NOTE: This review contains proprietary and confidential information that should not be released to the public.***

B. PRESCRIPTION ANALYSIS STUDIES

1.

Methodology:-

Six separate studies were conducted within FDA for the proposed proprietary names to
determine the degree of confusion of Odesa and Pexeva with other U.S. drug names due to
similarity in visual appearance with handwritten prescriptions or verbal pronunciation of the
drug name. These studies employed a total of 127 and 124 health care professionals '
(pharmacists, physicians, and nurses) respectively. This exercise was conducted in an attempt to
simulate the prescription ordering process. An inpatient order and outpatient prescriptions were
written, each consisting of a combination of marketed and unapproved drug products and
prescriptions for Odesa and Pexeva (see page 5). These prescriptions were optically scanned and
one prescription was delivered to a random sample of the participating health professionals via e-
mail. In addition, the outpatient orders were recorded on voice mail. The voice mail messages
were then sent to a random sample of the participating health professionals for their
interpretations and review. After receiving either the written or verbal prescription orders, the
participants sent their interpretations of the orders via e-mail to the medication error staff.
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i S o disainsl v el

ugptint :

Odesa 20 mg, Take one tablet daily.
Dispense 30.

Outpatient RX:

‘P@? e ‘( ﬁg’. Pexeva 10 mg, Take one tablet daily.
" 7yoe o Dispense 30.
Inpatient RX:
2. Results for Odesa:
The results are summarized below.
Study # of # of ‘ Correctly Incorrectly
~ Participants Responses Interpreted Interpreted
(%) (%) (%)
Written Inpatient 43 21 (49%) 21 (100%) 0 (0%)
Written Outpatient 41 22 (54%) 5 (23%) 17 (77%)
Verbal 43 24 (56%) 2 (8%) 22 (92%)
_Total 127

67(69%) | 28 (42%) 39(58%)




Correct Name
HIncorrect Name

Written (Inpatient) Written (Outpatient) Verbal

Among the verbal prescription study for Odesa, 220f 24 (92%) of the participants interpreted the
name incorrectly. Twenty-two study participants provided the phonetic interpretation, Odessa.

Among the written prescription study for Odesa, 17 of 43 (40%) of the participants interpreted
the name incorrectly. The incorrect responses were Odisa (10), Odissa, Adisa(2), Adzsor
Odison (2) and Adesa.

3. Results for Pexeva

Study #of # of ~Correctly - Incorrectly Interpreted
Participants | Responses Interpreted
% ;

Written 40 19 (48%) 2 (11%) 17 (89%)
Inpatient :

Written 41 22 (54%) 12 (55%) 10 (45%)
Outpatient _

Verbal 43 23 (53%) 2 (9%) 21 (91%)

_Total 124 64 (52%) 16 (25%) 48 (75%)

[ Correct Name
Mincorrect Name

Written (Inpatient) Written (0utpat|ent) Verbal

In the written inpatient study 2 of the 19 (11%) participants interpreted Pexeva correctly. The
majority of the misinterpretations were misspelled variations of Pexeva. The misinterpretations
were Pexera (14), Pextera (1), Pexexa (1), and Pexena (1). None of the misinterpreted names

- represented a currently marketed product.




C.

In the written outpatient study 12 of 22 (55%) participants interpreted Pexeva correctly. The
incorrect name interpretations were misspelled variations of Pexéva. The misinterpretations
included Pexiva (8) and Pexena (2). None of the misinterpreted names represented a currently
marketed product.

In the verbal prescription study 2 of the 23 (9%) participants interpreted Pexeva correctly.
The majority of the misinterpretations were phonetic variations of Pexeva. The
misinterpretations included Texava (7), Pexava (3), Pexiva (2), Texeva (2), Texiva (2),
Prexava (1), Pectiva (1), Taxiva (1), Teava (1), and Texuva (1). DMETS notes that the
majority of the misinterpretations began with the letter ‘T’ instead of the letter ‘P.’

SAFETY EVALUATOR RISK ASSESSMENT:

***NOTE This review contains proprietary and confidential mformatlon that should not be
released to the public.***

1. ODESA

In reviewing the proposed proprietary name “Odesa,” the primary concerns raised were related
to three look-alike and/or sound-alike names. These products include Alesse, Iressa, and Adoxa.

We conducted prescription studies to simulate the prescription ordering process. Our study did
not confirm confusion between Odesa and the currently marketed drug products Alesse, Iressa,
or Adoxa. However, a negative finding does not discount the potential for name confusion given
the limited predictive value of these studies, primarily due to the sample size. The majority of the
incorrect interpretations of the written and verbal studies were misspelled/phonetic variations of
the proposed name, Odesa.

a. Odesa and Alesse have the potential to sound similar. Alesse, an oral contraceptive,
contains ethinyl estradiol and levonorgestrol. Not only does the first letter of each
name "O" vs. "A" sound similar but the ending "esa" vs. "esse" as well. However, the
letter "d" in Odesa is distinguishable in sound. Depending on how the names Alesse
and Odesa are spoken, it may either contain two or three syllables. If spoken with three
syllables, such as A-les-a, the name can sound like Odesa. However, if spoken as A-
les, the names may not sound similar. Alesse and Odesa share an overlapping dosage
form (tablet), route of administration (oral), and dosing regimen. However, the
products differ in packaging (blister cards vs. bottles) and strength. Given a lack of
convincing sound-alike potential between Alesse and Odesa and the fact that a strength
will likely be written on a prescription for Odesa and not on a prescrlptlon for Alesse,
the likelihood for confusion is minimal.

b. Iressa and Odesa were thought to have the potential to sound similar. Iressa is the
proprietary name for gefitnib and indicated as monotherapy for the treatment of patients
with locally advanced or metastatic non-small cell lung cancer after failure of platinum-
based and docetaxel chemotherapies. Iressa and Odesa contain three syllables each.
The names sound similar if Iressa is spoken as "e-res-a" and Odesa is spoken as "o-des-

". However, the "r" in Iressa is distinguishable from the "d" in Odesa when spoken
Although the names share an overlapping dosage form, route of administration, and
dosing schedule, the products differ in strength. Odesa will likely be scripted with a
strength whereas Iressa may be scripted without a strength. Even if the strength is
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scripted for Iressa (250 mg), the strengths do not overlap with the strengths of Odesa.
DMETS believes the potential for confusion between Iressa and Odesa is minimal
given the difference in strength and that the names lack convincing sound-alike
potential.

c. Adoxa and Odesa look and sound similar when spoken. Adoxa contains doxycyline and is
used as an antibiotic. Adoxa and Odesa look similar since they contain the same number of
letters and syllables. The following letters in Adoxa vs. Odesa look similar when scripted:
"A" vs. "O", "0" vs. "e", and "X" vs. "s". Additionally, the names share the letters "d" and "a"
in the same location (see below). Each name contains three similarly sounding syllables, uh-

~ dox-a vs. oh-des-a. Additionally, the names share an overlapping dosage form (tablet), route
of administration (oral), numerically similar strengths (10 mg vs. 100 mg), and dosing
regimen (once daily). . If the strength in Adoxa is scripted with a trailing zero, the likelihood .
for confusion may increase. The potential for confusion between Adoxa and Odesa is high
given the similarities in name and product characteristics. The inadvertent administration of
Adoxa instead of Odesa, may cause a hypersentivity reaction in a person allergic to
doxycycline. A patient inadvertently receiving Odesa instead of Adoxa will remain
untreated for a bacterial infection. Additionally, the patient may experience central nervous .
system and gastrointestinal side effects from the inadvertent administration of Odesa.

2. Pexeva

The names cons1dered having the greatest potential for confusion with Pexeva include Renova
and Ranexa.”

We conducted prescription studies to simulate the prescription ordering process. Our study did
not confirm confusion between Pexeva and the drug products Renova or Ranexa’ . However, a
negative finding does not discount the potential for name confusion given the limited predictive
value of these studies, primarily due to the sample size. The majority of the incorrect
interpretations of the written and verbal studies were misspelled/phonetic variations of the
proposed name, Pexeva. Additionally, fourteen participants from the verbal prescription study
misinterpreted the first letter "P" in Pexeva as the letter "T."

a. Renova and Pexeva were thought to have a look-alike potential. Renova is the proprietary
name for tretenion and is indicated for the topical treatment of acne vulgaris. The letter "R"
in Renova vs. the letter "P" in Pexeva can look similar if the first "e" in Pexeva is extended to
the left (see writing sample below). The remaining letters in Renova and Pexeva look similar

“with exception to the letter "n" vs. "x", respectively. The products share an overlapping
dosing regimen (once daily) and numerically similar strengths (0.02% vs. 20 mg). Although
the drug products share a once daily dosing regimen, most prescriptions for Renova will
indicate for use at bedtime since the topical use of tretinion hypersensitizes the skin.

* NOTE: This review contains proprietary and confidential information that should not be released to the public.***

** NOTE: This review contains proprietary and confidential information that should not be released to the public.***
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Additional differences between these products include dosage form (cream vs. tablets), route
of administration (topical vs. oral), and expression of strength (percentage vs. milligram).
Due to these differences, the potential for confusion is minimal.

b. Renese and Pexeva have the potential to look-alike. Renese contains polythiazide and is
indicated for use as a diuretic. The letter "R" in Renese vs. the letter "P" in Pexeva can look
similar if the first "e" in Pexeva is extended to the left (see writing sample below). The »
remaining letters in Renese and Pexeva look similar with exception to the letter "n" vs. "x"
and "s" vs. "v", respectively. The products share an overlapping share an overlapping dosage
form (tablets), route of administration (oral), dosing regimen (once daily), numerically
similar strengths and dosage strength (1 mg vs. 10-mg, 2 mg vs. 20 mg, 4 mg vs. 40 mg).
However, according to Thompson and Thompson, the last recorded sales for Renese were in
2002. Despite the similarities, the differences in the suffixes and low sales will reduce the’
potential for confusion. ’ '

c. Ranexa*** and Pexeva can look similar when scripted. Ranexa is the proposed proprietary
name for ranolazine sustained-release tablets and is indicated the treatment of chronic angina
pectoris. Ranexa was reviewed by DMETS on July 17, 2002 and was found acceptable (see
ODS consult 01-0071). To date, an action with regard to the application has not been taken
by the Agency. The letter "R" in Renexa vs. the letter "P" in Pexeva can look similar if the
first "e" in Pexeva is extended to the left (see writing sample below). The remaining letters in
Ranexa and Pexeva look similar with exception to the letter "n" vs. "x", respectively. The’
products share an overlapping dosage form (tablets), route of administration (oral), and
numerically similar dosage strengths (500 mg vs. 50 mg). However, the products differ in
dosing regimen (twice daily vs. once daily) and strength (375 mg, 500 mg, and 750 mg vs. 10
mg, 20 mg, 30 mg, and 40 mg). ~ Given these differences and a lack of convincing look alike
potential, the potential for confusion between Ranexa and Pexeva is low.

D. [ _{STUDY AND ANALYSIS

1. Market Research for Proposed Name Odesa dated July 9, 2003

The L. -1 conducted a study to evaluate the potential for error between Odesa
and currently marketed brand/generic drug products. The /" reported that 100 physicians and
100 pharmacists participated in the study. The specialties of the physicians and pharmacists
were: Psychiatrists (60), Family Practitioners/General Practitioners/Internal Medicine
Physicians (30), Obstetrician/Gynecologists (10), retail pharmacists (50), and hospital
pharmacists (50). Overall, the response rate was 36% for practitioner nomenclature review and
38% for handwritten and verbal analysis. The medical professionals participated in various
aspects of the three phases of the / study. The four sections of the study as well as study
findings are discussed below.



a. Section A — Practitioner Nomenclature Review: Physicians

# asked 100 physicians to view the test name, Odesa, and identify any existing brand or
generic names that they considered similar to the test name based on sound and/or
appearance. They also determined whether Odesa had sound-alike or look-alike properties
to any medical terms or devices. The participants evaluated the proposed name for any
relationship to “hyperbole or false claims.” Verbal and handwritten prescriptions of the
proposed proprietary name were collected from these physicians to be used in Section B of
the study. The physicians provided oral and handwritten interpretations of the following
Odesa prescription: '

Odesa 20 mg
1 capsule po qd
#1

~ Two drug names, Iressa and Ogen, were identified as having a similarity to Odesa. Iressa
was found to have a sound-alike potential while Ogen was found to have a look-alike

potential.

DMETS Response:

Although 7 indicates that 278 physicians were asked to participate in this phase of the
study, the response rate was only 36% (100 physicians). /. notes that this is a “typical”
response rate for a survey of this type. However, there are limitations in the predicative
value of these studies, primarily due to the sample size. It is not indicative as to what will
occur once the drug is widely prescribed. DMETS questions why the quantity on the
prescription sample indicates only one tablet as a quantity to be dispensed. This is
misleading since outpatient prescriptions for depression constitute quantities greater than
one (generally prescribed in quantities greater than #10).

Physicians were requested to identify any hyperbole or false claims implied by Odesa. Of
the physicians polled, 100% of the physicians did not perceive any exaggerative or
inappropriate qualities with the name Odesa. Physicians were also requested to identify
medical terms or devices that had sound-alike or look-alike properties to Odesa, and to
identify any existing names they considered to be similar to Odesa based on sound,
appearance, or both. Again, 100% of the participants did not identify any medical terms that
were considered similar to the proposed name. DMETS concurs with the / assessment that
the two proprietary names identified by the physicians (Iressa and Ogen) have a low
potential for confusion with Odesa.

b. Section B — Handwritten and Verbal Analysis: Pharmacists

/ provided fifty actively practicing pharmacists with a verbal prescription for Odesa, and
another group of fifty pharmacists with a written prescription for Odesa. The objective of

. this phase is to determine if any of the sample Odesa prescriptions would be interpreted as a
currently marketed brand or established name product. Additionally, ¢ asked 100
pharmacists to view the test name, Odesa, and identify any existing brand or generic names
that they considered similar to the test name based on sound and/or appearance. They also
determined if Odesa had sound-alike or look-alike properties to any medical terms or
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devices. The participants evaluated the proposed name for any relationship to “hyperbole or
false claims.”

DMETS Response:

/ reports that 50 (100%) of the pharmacists interpreted the verbal prescription correctly,
and 50 (100%) of the pharmacists interpreted the handwritten prescription correctly.
However, / states that two hundred sample prescriptions were collected from the
physicians (i.e., 100 verbal and 100 written). Therefore, it appears that each of the one
hundred pharmacists would have received two sample prescriptions to review, one written
and one verbal. This methodology introduces bias because the participating pharmacists
would have been exposed to the drug name before evaluation of the second sample.
Pharmacists were requested to identify any hyperbole or false claims implied by Odesa. Of
the pharmacists polled, 100% of pharmacists did not perceive any exaggerative or
inappropriate qualities with the name Odesa. Pharmacists were also requested to identify
medical terms or devices that had sound-alike or look-alike properties to Odesa, and te
identify any existing names they considered to be similar to Odesa based on sound,
appearance, or both. Three medical terms were indicated as having similarity to the
proposed name. There were Asphyxia, Obesity, and OD. DMETS concurs with /s
assessment that these medical terms pose no apparent safety issue for prescribing and
dispensing of Odesa. There were four proprietary names that were identified as being
similar to the proposed name Odesa (Adoxa, Celexa, Cyclessa, and Ogen). DMETS concurs
with the ~ assessment that three out of the four identified have a low potential for
confusion with Odesa. However, DMETS believes that the fourth name, Adoxa, has a high
potential for confusion with Odesa (see Safety Evaluator Risk Assessment section C.1.c).

. Section C —~ Computer-Assisted Analysis

// conducted a “comprehensive search of medical references” to identify brand and
established name products that may sound-alike or look-alike to the proposed name Odesa.

Twenty-seven names were compared to Odesa using . 3
C 7] database and using a '_ - 1The
C 7] identifies a threshold of similarity

between Odesa and the products identified during the search of the medical references. The
objective of this analysis is to identify the ‘similarity between the proposed proprietary
name and any sound-alike or look-alike product’. Additionally, // conducted a search of
medical reference materials for medical terms, acronyms, and abbreviations similar to
Odesa, including medical terms mentioned by physicians in Section A of the study.

DMETS Response:

DMETS agrees with / that assessment that the twenty-seven names identified do not have
a potential for confusion. Although the names Odara and Resa share sound-alike and look-
alike potential, DMETS could not find any additional information on these products.
DMETS notes that the name Adoxa was not listed in this section. / identified five
additional medical terms, abbreviations, and acronyms that were similar to the proposed
name. These were: Odyssey SLO, Oleeva, OPERA (medical study), OPERA (medical
procedure), and Oves. DMETS concurs with / ’s assessment that these medical terms,
acronyms, and abbreviations pose no apparent safety issue for prescribing and dispensing of
Odesa.
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d. Section D - Pharmacists’ Analysis - Nomenclature Advisory Board (NAB) Review

Five actively practicing retail and hospital pharmacists provided an independent analysis of
the proposed proprietary name, Odesa, by considering its potential for error and potential
for patient harm in the event of an error. The pharmacists were provided with the product
concept and profile information for Odesa, as well as research data from all sections of the
study, and were asked to evaluate this information. The pharmacists evaluated all of the
data obtained during this study. The NAB also considered postmarketing surveillance
information, including errors and adverse events as reported in the National Coordinating
Council for Medication Error Reporting and Prevention website, MedWatch website, U.S.
Pharmacopoeia website, the U.S. Pharmacopoeia Quality Review — Stop, Look, and Listen!
list, and the American Drug Index Monograph “Drug Names That Look Alike and Sound
Alike”. The board also stated that the study findings regarding the evaluation of hyperbole
or fanciful claims indicated nothing misleading or inappropriate about the proposed
proprletary name. Therefore, Odesa should be considered an appropriate proprietary name.

DMETS Response

DMETS disagrees with the board’s conclusion that overall, the proposed proprietary name
Odesa is acceptable from a safety perspective. Odesa has the potential to look and sound
similar to Adoxa. Adoxa was identified in / ’s review as well as DMETS’ review (see
Safety Evaluator Risk Assessment section C.1.c).

Market Research for Proposed Name Pexeva dated July 9, 2003

The [ 71 conducted a study to evaluate the potential for error between Pexeva
and currently marketed brand/generic drug products. The 7 reported that 100 physicians and
100 pharmacists participated in the study. The specialties of the physicians and pharmacists
were: Psychiatrists (60), Family Practitioners/General Practitioners/Internal Medicine
Physicians (30), Obstetricians/Gynecologists (10), retail pharmacists (50), and hospital
pharmacists (50). Overall, the response rate was 36% for practitioner nomenclature review and
38% for handwritten and verbal analysis. The medical professionals participated in various
aspects of the three phases of the / study The four sections of the study as well as study
findings are discussed below.

a. Section A — Practitioner Nomenclature Review: Phs?sicians

/ asked 100 physicians to view the test name, Pexeva, and identify any existing brand or
generic names that they considered similar to the test name based on sound and/or
appearance. They also determined whether Pexeva had sound-alike or look-alike properties
to any medical terms or devices. The participants evaluated the proposed name for any
relationship to “hyperbole or false claims.” Verbal and handwritten prescriptions of the
proposed proprietary name were collected from these physicians to be used in Section B of
the study. The physicians provided oral and handwritten interpretations of the following
Pexeva prescription:

Pexeva 20 mg
1 capsule po qd -
#1
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Five drug names were identified as having a sound-alike similérity to Pexeva: Celexa,
Paxil, Pedvaxhib, Pegasys, and sustiva. Six names were identified as a look-alike potential
to Pexeva: Celexa, Paxil, Pedvaxhib, Plavix, Prevacid, and Zyprexa.

DMETS Response:

Although / indicates that 278 physicians were asked to participate in this phase of the
study, the response rate was only 36% (100 physicians). 7/ notes that this is a “typical”
response rate for a survey of this type. However, there are limitations in the predicative -
value of these studies, primarily due to the sample size. It is not indicative as to what will
occur once the drug is widely prescribed. DMETS questions why the quantity on the
prescription sample indicates only one tablet as a quantity to be dispensed. This is
misleading since outpatient prescriptions for depression constitute quantities greater than
one (generally prescribed in quantities greater than #10).

Physicians were requested to identify any hyperbole or false claims implied by Pexeva. Of
the physicians polled, 100% of the physicians did not perceive any exaggerative or
inappropriate qualities with the name Pexeva. Physicians were also requested to identify
medical terms or devices that had sound-alike or look-alike properties to Pexeva, and to
identify any existing names they considered to be similar to Pexeva based on sound,
appearance, or both. The terms Pectoria, Pegylated Medical Products, Plexus, and Pyrexia,
were identified. DMETS believes that these medical terms will not pose a risk with the
proprietary name Pexeva. Additionally, DMETS concurs with the / assessment that the
proprietary names identified by the physicians have a low potential for confusion with
Pexeva. ‘ '

Section B — Handwritten and Verbal Analysis: - Pharmacists

~ provided fifty actively practicing pharmacists with a verbal prescription for Pexeva, and
another group of fifty pharmacists with a written prescription for Pexeva. The objective of
this phase is to determine if any of the sample Pexeva prescriptions would be interpreted as
a currently marketed brand or established name product. Additionally, / asked 100
pharmacists to view the test name, Pexeva, and identify any existing brand or generic names
that they considered similar to the test name based on sound and/or appearance. They also
determined if Pexeva had sound-alike or look-alike properties to any medical terms or v
devices. The participants evaluated the proposed name for any relationship to “hyperbole or
false claims.”

DMETS Response:

7 reports that 50 (100%) of the pharmacists interpreted the verbal prescription correctly,
and 50 (100%) of the pharmacists interpreted the handwritten prescription correctly.
However, /. states that two hundred sample prescriptions were collected from the
physicians (i.e., 100 verbal and 100 written). Therefore, it appears that each of the one
hundred pharmacists would have received two sample prescriptions to review, one written
and one verbal. This methodology introduces bias because the participating pharmacists
would have been exposed to the drug name before evaluation of the second sample.
Pharmacists were requested to identify any hyperbole or false claims implied by Pexeva. Of
the pharmacists polled, 100% of pharmacists did not perceive any exaggerative or
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inappropriate qualities with the name Pexeva. Pharmacists were also requested to identify
medical terms or devices that had sound-alike or look-alike properties to Pexeva, and to
identify any existing names they considered to be similar to Pexeva based on sound,
appearance, or both. Two medical terms were indicated as having similarity to the proposed
name. There were Paresis and Pyrexia. DMETS concurs with /’s assessment that these

-medical terms pose no apparent safety issue for prescribing and dispensing of Pexeva. There
were nine proprietary names that were identified as being similar in sound to the proposed
name Pexeva (4breva, Aleve, Bextra, Celexa, Nexium, Paxil, Plavix, Plexion, and Zyprexa).
Six proprietary names were identified as having a potential to look similar to the proposed
name (Arlix, Celexa, Paxil, Plavix, Plexion, and Prevacid). DMETS concurs with the
assessment that these names have a low potential for confusion with Pexeva.

. Section C — Computer-Assisted Analysis

~ conducted a “comprehensive search of medical references” to identify brand and
established name products that may sound-alike or look-alike to the proposed name Pexeva.

Twenty-seven names were compared to Pexeva using |~ |
C 7] database and using a [ 7' The
C =] identifies a threshold of similarity

between Pexeva and the products identified during the search of the medical references.
The objective of this analysis is to identify the ‘similarity between the proposed proprietary
name and any sound-alike or look-alike product’. Additionally, , conducted a search of
medical reference materials for medical terms, acronyms, and abbreviations similar to
Pexeva, including medical terms mentioned by physicians in Section A of the study.. -

The following names were identified in this section: Capex, Certiva, Evac, Exelon, Kariva,
Optivar, Paxil CR, Prozac, Saliva, Sebex, Sedeval, Serpax, Ultiva, and Viliva.

DMETS Response:

DMETS agrees with / that assessment that the fourteen names identified do not have a
potential for confusion. / identified reviewed eleven medical terms, abbreviations, and
acronyms that were similar to the proposed name (P-ANCA, Paresis, pDEXA, PeBA,
Pegylated Medical Products, PELA, Plexus, Pronova, Prosorba Column, and Pyrexia).
DMETS concurs with /’s assessment that these medical terms, acronyms, and
abbreviations pose no apparent safety issue for prescribing and dispensing of Pexeva.

. Section D - Pharmacists’ Analysis - Nomenclature Advisory Board (NAB) Review

Five actively practicing retail and hospital pharmacists provided an independent analysis of
the proposed proprietary name, Pexeva, by considering its potential for error and potential
for patient harm in the event of an error. The pharmacists were provided with the product
concept and profile information for Pexeva, as well as research data from all sections of the
study, and were asked to evaluate this information. The pharmacists evaluated all of the
data obtained during this study. The NAB also considered post-marketing surveillance
information, including errors and adverse events as reported in the National Coordinating
Council for Medication Error Reporting and Prevention website, MedWatch website, U.S.
Pharmacopoeia website, the U.S. Pharmacopoeia Quality Review — Stop, Look, and Listen!
list, and the American Drug Index Monograph “Drug Names That Look Alike and Sound
Alike”. The board also stated that the study findings regarding the evaluation of hyperbole
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or fanciful claims indicated nothing misleading or inappropriate about the proposed
proprietary name. Therefore, Pexeva should be considered-an appropriate proprietary name.

DMETS Response:

DMETS agrees with the board’s conclusion that overall, the proposed proprietary name
Pexeva is acceptable from a safety perspective.

COMMENTS TO THE SPONSOR

DMETS does not recommend the use of the proprietary name Odesa. However, DMETS has no
objections to the name Pexeva. In reviewing the proposed proprietary name “Odesa”, the primary
concerns raised were related to one look-alike and/or sound-alike name. The product considered to have
potential for name confusion with Odesa was Adoxa.

Adoxa and Odesa look and sound similar when spoken. Adoxa contains doxycyline and is used as an
antibiotic. Adoxa and Odesa look similar since they contain the same number of letters and syllables.
The following letters in Adoxa vs. Odesa look similar when s'cripted "A" vs. "O", "0" vs. "e", and "x"
vs. "s". Additionally, the names share the letters "d" and "a" in the same location (see below) Each
name contains three similarly sounding syllables, uh-dox-a vs. oh-des-a. ‘Additionally, the names share
an overlapping dosage form (tablet), route of administration (oral), numerically similar strengths (10 mg
vs. 100 mg), and dosing regimen (once daily). If the strength in Adoxa is scripted with a trailing zero,
the likelihood for confusion may increase. The potential for confusion between Adoxa and Odesa is
high given the similarities in name and product characteristics. The inadvertent administration of Adoxa
instead of Odesa, may cause a hypersentivity reaction in a person allergic to doxycycline. A patient
inadvertently receiving Odesa instead of Adoxa will remain untreated for a bacterial infection.
Additionally, the patient may experience central nervous system and gastrointestinal side effects from
the inadvertent administration of Odesa.

In reviewing the container label and package insert for Odesa/Pexeva, DMETS has attempted to focus

on safety issues relating to medication errors.

Enusre the 30 count unit-of-use containers have a child-resistant closure (CRC).
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RECOMMENDATIONS:

A. DMETS does not recommend the use of the proposed proprietary name Odesa. However, DMETS
has no objections to the use of the name Pexeva. DMETS considers this a final review. If the
approval of the application is delayed beyond 90 days from the signature date of this review, the
name and its associated labels must be re-evaluated. A re-review of the name prior to NDA
approval will rule out any objections based upon approvals of other proprietary names or established
names from this date forward.

B. DMETS recommends implementation of the labeling revision outlined in section III of this review to
minimize potential error with the use of this product. v

C. DDMAC finds the names, Odesa and Pexeva, acceptable from a promotional perspective.
DMETS would appreciate feedback of the final outcome of this consult. We would be willing to meet with

the Division for further discussion, if needed. If you have further questions or need clarifications, please
contact Sammie Beam, Project Manager, at 301-827-3242. :

Alina Mahmud, R.Ph.

Team Leader

Division of Medication Errors and Technical Support
Office of Drug Safety '
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

o LA | REQUEST FOR CONSULTATION

FOOD AND DRUG ADMINISTRATION

TO (Division/Office): FROM:
Office of Post Marketing Drug Risk Assessment/HFD-400 Division of Neuropharmacological Drug
Attention: Sammie Beam (Parklawn Bldg./Room 634) Products/HFD-120
DATE IND NO. NDA NO. TYPE OF DOCUMENT - DATE OF DOCUMENT
7-14-03 21-299/SLR-001 Regquest for Tradename 7-10-03
Review
NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
p :ne Mesvlate 10 , Major Depressive
aroxetine Mesylate 1) mg, Expedited Review Disorder/Panic ASAP
20 mg, 30 mg, and 40 mg Requested Disorder/Obsessive
Tablets Compulsive Disorder
NAME OF FIRM: Synthon Pharmaceuticals
REASON FOR REQUEST
I. GENERAL
O NEW PROTOCOL O PRE-NDA MEETING 0 RESPONSE TO DEFICIENCY LETTER
O PROGRESS REPORT [0 END OF PHASE Il MEETING OO FINAL PRINTED LABELING
0 NEW CORRESPONDENCE O RESUBMISSION O LABELING REVISION
0 DRUG ADVERTISING O SAFETY/EFFICACY O ORIGINAL NEW CORRESPONDENCE
0 ADVERSE REACTION REPORT O PAPER NDA O FORMULATIVE REVIEW
O MANUFACTURING CHANGE/ADDITION O CONTROL SUPPLEMENT OO OTHER (SPECIFY BELOW):
O MEETING PLANNED BY
lIl. BIOPHARMACEUTICS
O DISSOLUTION 0O DEFICIENCY LETTER RESPONSE
O BIOAVAILABILTY STUDIES OO0 PROTOCOL-BIOPHARMACEUTICS
O PHASE IV STUDIES O IN-VIVO WAIVER REQUEST

COMMENTS/SPECIAL INSTRUCTIONS:
OPDRA,

Please refer to our original and subsequent consults to -assess Synthon's 505(b)(2) tradenames for paroxetine
mesylate. The original proposed tradenames of Asimia andf., =] have been rejected by DMETS. The Division
has now approved this b2 application in an action letter dated 7-3-03.

The sponsor has now submitted, as requested in our 7-3-03 AP action letter, two additional tradenames of Odesa
and Pexeva in the form of a labeling supplement. Please note that they have requested an expedited review of these
tradenames.

Please review and assess the acceptability of these tradenames. The Division does not have any concemns with the
sponsor's proposed tradenames.

If yoil' have any questions, please feel free to contact the Project Manager, Mr. Paul David, at x 4-5530.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one) .
0O MAIL 00 HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature. -

Russell Katz
7/16/03 07:58:23 AM



_Sunte 200

Washington, DC 20036-1221
202.778.9000

www.kl.com

Ki,rkpatrick & Lockhart LL.P ' , 1800 Massachusetts Avenue, NW

July 10, 2003
| Gary L. Yingling
202.778.9124 -
Fax: 202.778.9100
‘ - ingling@k!.
VIA FEDERAL EXPRESS NDA SUPPLEMENT | e
. Dr. Russell G. Katz _ | ‘“"' *F‘ _ - : _
Director, Div. of Neuropharmacological 7 : ' " RECE ,
Drug Products (HFD-120) ’ - | : : CE_’VED
Center for Drug Evaluation and Research : JUL 11 2003
Food and Drug Administration ' _ _ H Y
1451.Rockville Pike , S - . "HFD-1 ey
Woodmont Office Complex2 = : : R 120/ CDER :

Rockville, MD 20852

RE:  NDA No. 21-299; Supplement No. 001 — Paroxetine Mesylate Tablets -
Preapproval Labeling Supplement — Expedlted Review Requested
Rev1ew of Proposed Proprletary Name

Dear Dr._Kat_z.

Enclosed-please find preapproval labeling supplement number 001.to NDA No. 21-299
submitted on behaif of the NDA holder, Synthon Pharmaceuticals, Ltd. (“Synthon™).” As

" discussed below, Synthon requests expedited review of this submission. The enclosed
supplement requests approval of a new-proprietary name for Synthon’s paroxetine mesylate
10mg, 20mg, 30mg, and 40mg tablets, and consists of the. foIlowmg documents: '

1. a completed Form FDA 356h;

. 2. a memorandum summanzmg the research supportlng the prlmary name candidate,
ODESA™; :

3. amarket research package containing data and information supportlng the selection of
- the ODESA™ name; :

4. amemorandum summanzmg the research supporting the secondary name candidate,
PEXEVATM '

5. amarket research package containing data and information supporting the selectlon of
~ the PEXEVA™ name; and



~ Kirkpatrick & Lockhart L

Dr. Russell G. Katz
July 10, 2003
Page 2

Synthon is requesting that the enclosed supplement be reviewed on an expedited baS|s in llght
of the facts surrounding FDA's review of the firm’s originally proposed proprietary names and
the resulting extraordinary hardship to Synthon. On September 19, 2001, Synthon proposed
ASIMIA™ as the primary proprietary name for its drug product and. T A as the secondary
name. The company was informed on March 11, 2002 that the ASIMIA™ name was “tentatively

- approved,” but that a final review would occur within 90 days of the final NDA approval date. On
January 8, 2003, Synthon, cognizant of the April 10, 2003 termination of the “30-stay” of its NDA
approval, contacted the Neuropharmacology Division and requested that the final-proprietary
name review be initiated. See Amendment No. 024 to NDA 21-299. However, it is was not until
approximately April 20, 2003 that Synthon received verbal notice that the. ASIMIA™ name had
-been rejected by the agency. Synthon then requested that its secondary name selection, -

r 71, be considered. See Amend. No. 029 to NDA 21-299, dated Apr. 24, 2003 FDA -
rejected this second option in the final NDA approval letter dated July 3, 2003. ' S

As a result, Synthon has received final approval of its paroxetineé mesylate drug product but has
no proprietary name with which to market its product. Paroxetine mesylate is a “brand” drug
rather than a substitutable “generic” drug. Therefore, itis exceptionally difficult to market the
drug without a trade name that practitioners can reference when prescribing the drug. Synthon
could have selected alternative names months ago had the agency informed the company that .
its originally proposed names were denied. The “30-stay” that barred approval of the NDA until -
April 10, 2003 provided FDA with a clear “target date” upon which to complete the trade name
review. Yet, the review was not completed until the eve of the final approval date. _
Consequently, Synthon is being effectively barred from the market during the review of its third
and fourth proprietary name selections. This extraordinary hardship could not have been
foreseen or avoided by Synthon and constitutes the type of hardship that has: historically
justified “expedited reV|ew” Accordlngly, Synthon respectfully requests expedited review of its
NDA supplement

Please dlrect any questlons concerning this submlssmn to my attentlon at telephone (202) 778-
9124 or to Susan Harts Synthon s Vice President of Regulatory Affalrs at (919) 493-6006. '

cc: Jerry Phl"lpS FDA Director Div. of Medlcatlon Errors and Technical Support (w/o
- enclosures)
Paul David, FDA, Senior Regulatory Health Product Manager
Synthon Pharmaceuticals, Ltd.



